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Gennrich, Jane - Medicaid

From: Eide, Tamara J. - Medicaid

Sent: Thursday, April 19, 2012 12:43 PM

To: Gennrich, Jane - Medicaid

Subject: FW: Janssen submission for testimony at the May 11, 2012 P&T Committee Meeting

Attachments: Idaho Medicaid submission cover letter.pdf; Idaho Medicaid Summary - NUCYNTA ER and
NUCYNTA.pdf; NUCYNTA ER full prescribing infermation.pdf; NUCYNTA full prescribing
information Aug 2011.pdf = :

Tami Eide, Pharm.D., BCPS

Medicaid Pharmacy Program Supervisor/Manager
ldaho Department of Health and Welfare
eidet@dhw.idaho.gov

3232 Eider St.

Boise, ID 83705

208-364-182¢

800-327-5541 fax

From: Nelson, Tanya [OMJUS] {mailto: TNelson5@its.jnj.com]

Sent: Thursday, April 19, 2012 11:18 AM

To: Eide, Tamara J. - Medicaid

Cc: Litzenberger, Laura [OMJIUS]; Jindia, Leena [TTTUS]

Subject: Janssen submission for testimony at the May 11, 2012 P&T Comimittee Meeting

Dear Dr Eide,

We are requesting that the P&T Chairman or thelr designee permit the enclosed new scientific data on NUCYNTA® ER
(tapentadol) Extended-Release Oral Tablets C-ll and NUCYNTA® (tapentadol) Immediate-Release Oral Tablets C-li
be presented orally by Laura Litzenberger, PharmD, MBA, Janssen Scientific Affairs Senior Liaison at the May 11, 2012
ldaho Medicaid P&T Committee meeting.

Please find attached:
» acover letter
+ asummary of the new scientific data
¢ the full prescribing information and medication guide for NUCYNTA® ER
» the full prescribing information and medication guide for NUCYNTA®

Please let me know if you need anything additional.
Kind Regards,
Tanya Nelson, PharmD

Manager, Medical Information
Medical Information & Services

a n SS e n } FUAREECFRTIEAL CUEETS
J o Mﬁmséjﬁ‘nwvn

Janssen Scientific Affairs, .LLC
1000 Route 202 South
Raritan, NJ, 08869




Phone 908,927.4048 Fax 908,927.3166
TNelson5@its.inj.com

Scan this image with your phone to add my info to your contacts.
if you do not have a reader, go to hitp://gettag.mobi on your phone's browser.

Confidentiality Notice: This e-mail transmission is confidential and may be privileged information that is intended only for the
individual or entity named in the e-mail address, If you are not the intended recipient and befieve vou have received this e-mail
transmission in error, please reply to the sender, so that we can arrange for proper delivery, and then please delete the message
from your inbox. The unauthorized use, dissemination, distribution or reproduction of this e-mali, including attachments, is
prohibited and may be unlawful, Receipt by anyone other than the intended recipient(s) is not a waiver of any attorney/client or

other privilege. Thank you.

% Pledase consider the environment before printing this email




Janssen Scientific Affairs J a n SS e n

Medical Infermation And Services

1000 Route 202

Raritan, NJ 08869

800.536.7736 tel S00.JANSSEN tel
609.730.3138 fax

www.JanssenMedinfo.com

April 19, 2012

Idaho Medicaid

Pharmacy & Therapeutics Committee
Attention: Tami Eide, PharmD

3232 Elder Strest

Boise, Idaho 83705

Dear Dr Eide:

We are requesting that the Pharmacy & Therapeutics {(P&T) Chairman or his designee
permit the enclosed new scientific information on NUCYNTA® (tapentadol) Extended-
Release Oral Tablets C-II and NUCYNTA® (tapentadol) Immediate-Release Oral
Tablets C-II be presented orally by our Janssen Scientific Affairs Senior Liaiscn at the
May 11, 2012 P&T Committee meeting.

The scientific information made available to Committee members through Provider
Synergies is incomplete with respect to NUCYNTA® ER. The efficacy of NUCYNTA® ER for
the approved indication was demonstrated in two randomized, double-blind studies in two
different pain models (chronic fow back pain {LBP} and pain related to diabetic peripheral
neuropathy [DPN]). The review by Provider Synergies reports only one of these two
pivotal studies supporting the FDA approval of the NUCYNTA® ER New Drug Application
{NDA). In addition, a Phase III ostecarthritis (OA) study and a 1-year safety study also
were published. Please see page 1 of the enclosed document summarizing this scientific
information.

New scientific information with respect to NUCYNTA® is provided. Please see page 2 of the
enclosed document summarizing this scientific information.

If the P&T Chairman or his desighee agrees that these new scientific data should be
presented at the May 11, 2012 P&T Committee meeting, please contact the Janssen
Scientific Affairs Senior Liaison for the State of Idaho, Laura M. Litzenberger, PharmD,
MBA at litzenb@its.jnj.com or 520-751-4100.

If you would like information regarding any of our products, please contact the Medical
Information Center at 1-800-526-7736, Monday through Friday, 9:00 AM to 5:00 PM ET,

Sincerely,

Tanys Nelson




Janssen

Tanya Nelson, PharmD

Manager, Medical Information - Internal Medicine
Janssen Scientific Affairs, LLC

Inquiry #s: 1-1499820984 and 1-1499820941

Enclosure: Idaho Medicaid Summary - NUCYNTA® ER and NUCYNTA®




Nucynta® ER (tapentadol) extended-release (ER) Oral Tablets C-II

Product Description

» NUCYNTA® ER is an opioid analgesic indicated for the management of moderate to severe chronic pain in adults
when a continuous, around-the-clock opioid analgesic is needed for an extended period of time.*

+ Please refer to www.janssenmedinfo.com for the full prescribing information and medication guide.

« A REMS has been developed for NUCYNTA® ER for the purpose of communicating information to patients and
healthcare professionals on the safe use of NUCYNTA® ER and its potential for abuse, misuse, overdose, and addiction.
Please refer to www.nucyntaerrems.com for more information.

Clinical Studies

The efficacy of NUCYNTA® ER was studied in four studies in patients with moderate to severe chronic pain, Efficacy
was demonstrated in one randomized, double-blind, placebo- and active-controlled study in patients with chronic fow
back pain (LBP)?, and one randomized, double-blind, placebo-controlled study in patients with pain related to diabetic
peripheral neuropathy (DPN)>. Tapentadol ER was studied in both inpatient and outpatient settings using a variety of
pain models: surgical (i.e., bunionectomy) and non-surgical (i.e., ESID of the hip/knee).!

® Painful Diabetic Peripheral Neuropathy (15-week treatment period, randomized-withdrawal, double-
blind, placebo-controlled study)?

« After 12 weeks of double-blind treatment, the tapentadol ER treatment group had a significantly greater pain
reduction compared to placebo (primary efficacy endpoint: mean change from baseline in average pain intensity at
Week 12) compared with placebo (p<0.001).

« A higher proportion of patients who received NUCYNTA ER compared to placebo achieved 230% (p=0.017) or 250%
{p=0.028) reductions in pain intensity at Week 12.

+ The most comman {25%) treatment-emergent adverse events during the open-label phase in the active-treatment
groups were nausea, dizziness, somnolence, constipation, vomiting, headache, fatigue, and pruritus.

» The most common {25%) treatment-emergent adverse events during the double-blind phase in the tapentado! ER
treatment group were nausea, anxiety, diarrhea, and dizziness.

m Chronic Pain Related to Osteoarthritis of the Knee (15-week treatment period, randomized, double~
blind, multicenter, placebo~ and active-controlled study)?

« After 12 weeks of treatment, the tapentadol ER treatment group had a significantly greater pain reduction compared
to placebo {primary efficacy endpoint: mean change from baseline in average pain intensity at Week 12) compared
with placebo (p<0.001}).

s The most common {210%) treatment-emergent adverse events in any treatment groups were nausea, constipation,
vomiting, dizziness, headache, somnolence, fatigue, and pruritus.

] 1-ye5ar Safety (up to 1 year, randomized, multicenter, open-label, parallel-group, active-controlled
study)

» Percent of patients who completed treatment in the active fapentadel ER and oxycodone controlied-release (CR)
treatment groups were 46,2% (413/894) and 35.0% (78/223), respectively.

« The most common reason for treatment discontinuation in both treatment groups was AEs (tapentadol ER, 22.7%
[203/884]; oxycodone CR, 36.8% [82/223]).

» Study medication was taken for at least 1 year by 25.4% (227/894) of patients in the tapentadol ER group and ,
19.6% (44/224) of patients in the oxycodone CR group.




Nucynta® (tapentadol) immediate-release (IR) Oral Tabiets C-II

Product Description

« NUCYNTA® a Schedule II controlled substance, indicated for relief of moderate to severe acute pain in patients 18
years of age or older.®

+ Please refer to www.janssenmedinfo.com for the full prescribing information and medication guide.

« Below is new scientific data with respect to NUCYNTA®,

Acute Low Back Pain and Associated Radicular Leg Pain’
+ Oh ef ai. evaluated the efficacy and tolerability of tapentadol IR and oxycodone IR in patients with moderate to
severe acute low back pain and associated radicular leg pain in a Phase I1I, randomized, multicenter, double-blind,

noninferiority trial.

» Results demonstrated that tapentadol IR (50, 75, or 100 mg) had comparable analgesic efficacy as compared with
oxycodone IR (5, 19, or 15 mg) in a head-to-head, flexible-dose, Phase III study of patients with moderate to severe
acute low back pain and associated radicular leg pain.

+ A total of 13.7% (44/321) of patients in the tapentadol IR group and 17.3% (56/324) of patients in the oxycodone
IR group discontinued treatment for any reason, most commonly for adverse events (AEs; tapentadol IR, 6.5%
[21/321]; oxycodone IR, 7.1% [23/324]).

Tapentadol Abuse: the first 18 months®
» Dart et al. reported abuse and diversion data for tapentadol IR, oxyocodone, hydrocodone, and tramadol from the
Researched Abuse, Diversion and Addiction-Related Surveillance (RADARS®) System, which collects data throughout

the United States.
« The analysis provided data from 4 programs of the RADARS® System for the first 18 months of tapentadol IR

availability from June 2009 through December 2010. :

+ Based on the authors' conclusions, abuse and diversion rates for tapentadol IR were low during the first 18 maonths
after its launch; findings suggest that continued monitoring of tapentadol IR abuse is warranted as prescription
availability increases.

Trends in the non-medical use of tapentadol immediate release by college students®

» Dart et al. also reported the rafes, trends, and methods of non-medical use of tapentadoel IR among college students
during the first 21 months of its availability, from June 2009 through March 2011, using the RADARS System Callege
Survey Program, a web-based survey of self-identified college students in the United States.

» Based on the authors' conclusions, since June 2009, rates of non-medical use of tapentadol IR have been low and
have been decreasing over each quarter since 4™ quarter of 2009; longer-term trends will be evaluated as more data

becomes available.
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KIGHLIGHTS OF PRESCGRIBING INFORMATION

These hE%hlighls do not include ail the information needed to use
NUCYNTA® ER safely and effectivaly. See fuli preseribing information for
NUCYNTA® ER.

NUCYNTA® ER {tapentadol) extendad-release oral tahlets C-ll

Initial U.S, Approval: 2011

WARNING: Potential for Abuse, proper patient selaction and Himitations of use
See full prescribing information for complete boxed warning.
NUCYNTA® ER contains tapentadol, a mu-opioid agonist and Scheduie Il
controiled substance, with risk of misuse, abuse, and diversion similar to

other opioid anzlgesics. {5.5)

NUCYNTA® ER is not intended for use as an as-needed analgasic {1},
NU'CHgTA@ ER is not intended for the management of acute or pastoperative
pain

Swallow NUCYNTA® ER tahlets whale. Teking split, broken, chewad,
dissolved, or crushed NUCYNTA® ER tablets could tead to rapid release and
absorption of a potentiafly fatal dose of tapentadol. (5.1}

Patients must not consume alcehelic beverages, prescription or noa-
prescription medications containing alcohol. Co-ingestien of alcohol with

NUCYNTA® ER may result in a potentially fatal overdose of tapentadel.{12.3)

INDICATIONS AND USAGE ----
NUCYNTA® ER is an opioid analgesic indicated for the management of moderate
to severs chrenic pain in adults when a continuous, around-the-eleck opioid
analgesic is needed for an extended period of time. (1}

---------------------------- DOSAGE AND ADMINISTRATION -+erevsnevmems anrmememeemee

+ As with many centrally acting analgasic medications, the dosing regimen of
NUCYNTA® ER should be individualized accerding to the sevarity of pain being
treated, the previous experience with similar drugs and the ability to follow-up
and provide oversight ef treatment. {2}

+ The recommended NUCYNTA® ER total daily dose is 100 mg 10 250 mg twice
daily approximately every 12 hours. Patients net currently taking opioid
analgesics shoutd begin NUCYNTA® ER therapy with 50 mg twice a day.{2)

+ Patients receiving NUCYNTA® flinunediate-release formulation) may be
converted {0 NUCYNTA® ER by administering the same total daily dose.
Administer half the total daily dose of NUCYNTA® ER apgroximatelv avery
12 hours. Do not exceed the maximum daily dese of NUCYNTA® ER of 500 mg, {2

--------------------------- DOSAGE FORMS AND STRENGTHS------~--- - monememmene

* Tablets: 58 mg, 100 mg, 150 mg, 200 mg, 250 mg {3}

---------------------------------- CONTRAINDICATIONS -------rmme - oommmmeem e

« Impaired pulmonary function (significant respiratory depression, acute or
severe bronchial asthma or hypercapnia in unmenitored settings or the
absence of resuscitative equipment} (4}

» Paraiytic ileus {4)

. d{:anc(:r)rrent use of monoamine oxidase (MAG) inhibitors or use within the last 14

ay

+ Hypersensitivity {4}

---------------------------- WARNINGS AND PRECAUTIONS ------e--serammmemnennannan

* Respiratory depression; Increased risk in efderly, debilitated patients, those
suffering from conditions accompanied by hypoxia, hypercapnia, or upper
atrway obstruction, (5.2}

* CNS effects: Additive CNS depressive effocts wher used in conjunction with
alcohol, other opioids, or iliicit drugs. {5.3)

+ Elevation of infracranial pressure: Use with cautian in patients with head injury,
intracranial lesions, or other sources of preexisting increased intracranial
pressure, (5.4}

+ Abuse potential may occur. Monitor patients clasely for signs of abuse and
addiction. {5.5)

« Hypotansian may occur, particularly in patients at high risk (5.6}

« impaired mentalfphysical abilities: Caution must be used with potentially
hazardous activities. {5.7)

+ Interaction with alcohol and drugs of abuse: CNS, respiratory depression,
hypotension and sedation effects may be additive (5.8)

+ Seizures: Use with caution in patients with a history of sefzures, {5.9)

* Seratonin Syndroms: Potentfally life-threstening condition could result from
concomitant admirnistration of drugs with serotenergic sctivity. {5.10)

+ Withdrawal symptoms may occur if NUCYNTA® ER is discontinued abruptly,
Tapering may reduce withdrawal symptoms. {5.11}

----------------------------------- ADVERSE REACTIONS --rrreeremmemsee e

The mast common {>18%) adverse reactions wiere nausea, constipation,

headache, dizziness, and somnelence. {6}

To report SUSPECTED ADVERSE REACTIONS, contact Janssen Pharmaceuticals,

Ine. at 1-800-526-7736 ar FDA at 1-800-FDA-1088 ar www.fda.gowmedwateh,

S —— T[] [T 7,011 1] ———

+ Usg NUCYNTA® ER with caution in patients currently using specified centrally
acting drugs or alcohol, {7.3}

* o not use NUCYNTA® ER in patients currently using or within 14 days of using
a menoamine oxidase inhibitor {(MAO1). {7.4)

« Use NUCYNTA® ER with caution in patients currently using SS8Is, SNRis,
tricyclic antidepressants, or triptans {7.5)

» Use of NUCYNTA® ER ia patients currently using mixed agonist/antagonist
opieid analgesics or anticholinergic medications is aot recammendad (7.6, 7.7}

NUCYNTA® ER {tapentadol} extended-release oral tablets C-ll

USE IN SPECIFIC POPULATIONS ------ --emmrmms oememenen

+ Labor and delivery; should not use during and immediately prier to labar and
delivery. Monitor neonates, whose mothers have heen taking NUCYNTA® ER,
for respiratory depression. (8.2

« Nursing mothers: should not breast-feed, (8.3}

» Pediatric use: safety and effectivenass net established in patients less than 18
years of age. (8.4}

+ Renal or hepatic impairmeant: not recommended in patients with severe renal or
hepatic impairment. Use with caution in patients with moderate hepatic
impairment. (8.7, 8.8

* Elderly: care should be taken when selecting an initial dose. {2.5)

See 17 for PATIENT COUNSELING tINFORMATION AND MEDICATION GUIDE.

Revised: 08/2011
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NUCYNTA® ER {tepeniadol] extended-release orat tablets C-1l

NUCYNTA® ER [tapentadol] sxtended-release oral tablets C-li

FULL PRESCRIBING INFORMATION

WARNING: POTENTIAL FOR ABUSE, PROPER PATIENT SELECTON, AND
LIMITATIONS OF USE

Patential for Abuse

NUCYNTA® ER contains tapentadol, a mu-opiaid agenist and a Schedule 1l
controlfed substance with an abuse liability similar to other opieid
analgesics.

NUCYNTA® ER can be abused in a manner similar to other opioid agonists,
legal or illicit. These risks should be considered when preseribing, or
dispensing NUCYNTA® ER in situations where the physician or pharmacist is
cencerned about an increased risk of misuse, abuse, or diversion. Schedule
Il opioid substances which include hydromorphone, marghine, oxycodone,
fentanyi, oxymorphone, and methadone have the highest potential for abuse
and risk of fatal overdose due to respiratory depression. {9}

Proper Patient Selection

NUCYNTA® ER is an extanded-release formulation of tapentadol indicated
for the management of moderate to severe chronic pain in adulis when a
continuous, around-the-clock opieid analgesic is needed for an extended
period of time.

Limitations of Use

NUCYNTA® ER is not intentded for use as an as-needed analgesic. (1)
NUCYNTA® ER is not intanded for the management of acute or postaperative
pain. {1}

NUCYNTA® ER fablets are to le swallowed whole and are not to be split,
broken, chewed, dissolved, or crushed. Taking split, broken, chewed,
dissolved, or crushed NUCYNTA® ER tablets could lead ta rapid release and
absorption of a potentially fatal dose of tapentaded. (5}

Patients must not consume alcoholic beverages, preseription or non-
prescription medications containing alcchol. Co-ingestien of alcohol with
NUCYNTA® £ER may result in a potentially fatai overdose of tapentadol. (12.3}

1  INDICATIONS AND USAGE

NUCYNTA® ER is an extended-release formulation of tapentadoi indicated for the

management of moderate to severe chronic pain in adults when a continuous,

around-the-¢lock opioid analgesic is needed for an extended period of time,

NUCYNTA® ER is NOT intended for use as an as-needed analgesic.

NUCYNTA® ER is not indicated for the management of acute or postaperative

pain.

2 DOSAGE AND ADMINISTRATION

Seloction of patients for treatment with NUCYNTA® ER is governad by the same

principles that apply te the use of similar opioid analgesics. Physicians should

individualize treatment in every case, using non-opisid analgesics, opioids on an

as needed basis andfor combination products, and chrenic opioid therapy in a

prograssive plan of pain management such as outfined by the Word Health

Organization and Fedoration of State Medical Boards Made! Guidefings.

NUCYNTA® ER tablets must be swaltowed whaole and must not he split, broken,

chewed, dissolved, or crushed. Taking split, broken, chewed, disseived, or

crushed NUGCYNTA® £R Tablets could lead to rapid release and absarption of 2

potentially fatai dose of tapentadel.

NUCYNTA® £R tablats must ba taken ene tablat at a lime, with anough water

to ensure complete swallowing immediately after plaging in the mouth [see

Patient Counseling Information {17}].

21  |Initiating Therapy with NUCYNTA® £R

It is critical 1o initiate the dosing regimen for each patient individually giving

atiention to:

+ risk factors for abuse or addiction; including whether the patient has a
previous or current substance abuse problem, a family history of substance
abuse, or a history of mental illness or depression;

+ the age, general condition and medical status of the patient;

+ the patient’s opioid exposure and opioid telerance (if any};

+ the daily dose, potency, and kind of the analgesicls) the patient has been
taking; .

» the balance between pain management and adverse reactions.

Discontinue alt other tapentadol and tramadel products when beginning and

while taking NUCYNTA® £R [see Serotonin Syndrome Risk {5.10}]. Aithough the

maximum approved total daily dose of NUCYNTA® immediate-release formulation
is 600 mg per day, the maximum total daily dose of NUCYNTA® £R is 500 mg. Do
nat excead a total daily dose of NUCYNTA® ER of 500 mq.

Once therapy with NUCYNTA® ER is initiated, assess pain intensity and adverse

reactions frequently,

Titrate patients to adequate analgesia with dose increases of 50 mg no more

than twice daily every three days.

During perieds of changing analgesic reguirements, including initial titration,

maintain frequent contact between the healthcare provider and the patient.

Patients Currently Not Taking Opicid Analgesics

The starting dose of NUCYNTA® ER in patients currently not taking opieid

analgesies is 50 mg twice a day {approximately svery 12 hours). Individually

titrate the dese within the therapeutic range of 100 mg to 2560 mg twice daily.

Patients Currently Taking Opioid Analgesics

There are no adequate data on the direct conversion from other opieids to

NUCYNTA® ER.

The initial dose of NUCYNTA® ER in patients previcusly taking ether opioids is

50 mg titrated to an effective and toferable dose within the therapeutic range of

00 mg to 260 mg twice daily.

In the dose selection of NUCYNTA® ER in patients currently taking opieids, give

attention ta the following:

« Thare is a substantial patiant variation in the relative patency of different
opioid drugs and fornudations;

* [t is extremely important to monitar alt patients closely when coaverting frem
methadone te other opioid agonists. The ratio between methadone and other
opioid agonists may vary widely as a function of previous dose exposure.
Methadone has a lang half-life and tends to aceumulate in the plasma.

+ The recommended doses are only a starting point, and close observation and
titration are indicated until a satisfactory dose is obtained on the new therapy.

Convarsion fram NUCYNTA® to NUCYNTA® ER .

Patients can be converted from NUCYNTA® to NUCYNTA® ER using the

equivalent total daily dose of NUEYNTA® and dividing it into two equal doses of

NUCYNTA® ER separatad by approximately [2-hour intervals. As an axample, &

patient receiving 50 mg of NUCYNTA® four times per day {200 mg/day} may be

converted to 100 mg NUCYNTA® ER twice a day.

22 Cessation of Therapy

Periodically reassess the continued need for NUCYNTA® ER during chronic
therapy. When discentinuing NUCYNTA® ER, potential withdrawal symptoms may
he reduced by tapering the dose of NUCYNTA® ER [see Withdrawal (5,11, 3341,

23 Renal impairment

NUCYNTA® ER has not bean studied in patients with severe renal impairment;
therefore, the use of NUCYNTA® ER in this population is not recemmanded. No
dosage adjustment is recommended in patients with mild or moderate renal
impairment fsee Clinical Pharmacology (12.3),

24 HRepatic Impairment

NUCYNTA® ER has net been studiad in patients with severe hepatic impairment,
The use of NUCYNTA® £R in this population is not recommended,

Use NUCYNTA® £R with caution in patients with modarate hepatic impairment.
Initiate treatment in these patients using 50 mg NUCYNTA® ER and administer no
more frequently than once every 24 hours. The maximum recommendad dese for
patients with moderate hepatic impairment is 100 mg of NUCYNTA® ER ence
daity [see Clinical Pharmacology {12.3)}.

Ne desage adjustment is recommended in pationis with mild hepatic impairmant
{see Clinical Pharmacology (12.3]],

25 Elderly Patients

In general, recommended dosing for elderly patients with narmal renal and

hepatic functien is the same as for younger adult patients with normal renal and

hepatie function. Bacause elderly patients are more likely to have decreased
renal and hepatic function, censideration shouid be given to starting elderly
patients with the lewer range of recommended doses,

3 DOSAGE FORMS AND STRENGTHS

NUCYNTA® ER 50 mg, 100 mg, and 150 mg extended-release tablets are available

in the following colars and prints:

* 50 mg extended-release tablets are white oblong-shaped with a black print
“OMdJ 507 on one side

+ 100 mg extended-release tablets are fight-blue oblong-shaped with a black
print “OMJ 1087 on one side

¢+ 150 mg extended-release tablets are blue-green oblong-shaped with a hlack
print "OMJ 1507 on one side

NUCYNTA® ER 200 mg and 250 mg extended-release tablets are available in the

following calors and prints:

+ 200 mg extended-release tablets are blue obleng-shaped with a depression in
the middle running lengthwise en each side and a hlack print “OMJ 200" on
ene side

* 250 mg extended-release tablsts are dark blue oblong-shaped with a
depression in the middle running lengthwise on each side and a white print
“OMJ 2507 on one side

4  CONTRAINDICATIONS

NUCYNTA® ER is coatraindicated in patients with significant respiratory

depression, or severa bronchial asthma or hypercapnia in unmonitored settings

or in the absence of resuscitative equipment fsee Warnings and Precautions

(5.1

NUCYNTA® ER is contraindicated in any patient who has or is suspected of

having a paralytic ileus.
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NUCYNTA® ER is contraindicated in patients who are receiving monoamine
oxidase {MAQ) inhibitors ar who have taken them within the last 14 days due to
potential additive effects en norepinephrine fevels which may result in adverse
cardiovascular events fsee Drug Interactions (7.4)}.

NUCYNTA® ER is contraindicated in patiants with a knewn hypersensitivity to the
active substance, tapantadol, or any component of the preduct, Angioedema has
heen reported in asseciation with use of tapentadol,

5  WARNINGS AND PRECAUTIONS

51 Infermation Essential for Safe Administration

NUCYNTA® ER tahlets are to he swallowed whole and are not to he split,
brokan, chewed, dissolved, or crushed. Taking spiit, broken, chewed, crushed
or dissolved NUCYNTA® ER tablets leads te the rapid refease and absorption of a
potentially fatat dose of tapentadel.

NUCYNTA® ER tablets must be kept in 2 secure place out of the reach of
children. Accidental consumption of NUCYNTA® ER, aspacially in children, can
result in a fatal overdose of tapentadol.

52 Respiratory Depression

Raspiratory depression is the primary risk of mu-opioid agonists. Respiratory
depression oceurs more fraguently in elderly or debilitated patients and in these
suffering from conditions agcompanied by hypoxia, hypercapnia, of upper airway
obstruction, in whom even moderate therapeutic doses may significantly
decrease pulmonary ventilation.

Use NUCYNTA® ER with caution in patients with conditions accompaniad by
hypoxia, hyparcapnia or decreased respiratery reserve such as: asthma, chronic
obstructive pulmenary disease or eor pulmonale, severe obesity, sleep apnea
syndrame, myxedema, kyphoscoliosis, eentral nervous system (CNS} depression,
er cama. In such patients, even usual therapeutic doses of NUCYNTA® ER may
increase airway resistance and decrease respiratory drive to the peint of apnea.
Alternative non-mu-opiold agonist analgesics should be considered and
NUCYNTA® ER sheuld be employed only under careful medical supervision at the
lewest effective dose in such patients. If respiratory depression occurs, it should
be treated as any mu-opieid agonist-induced respiratory depression [see
Overdosage {10.2]].

53 GNS Depression .

Patients receiving other opioid agonist analgesics, general anesthetics,
phenothiazines, other tranquilizers, sedatives, hypnolics, centrally acting muscle
refaxants, ar other CNS depressants {including alcehol] concomitantly with
NUCYNTA® £R may exhibit additive CNS depression. Interactive effects resulting
in respiratory depressien, hypotension, profound sedation, coma or death may
result if these drugs are taken in combination with NUCYNTA® ER. When such
combined therapy is contemplated, a dose reduction of one or both agents
shouid be considered.

54 Head Injury and Increased Intracranial Pressure

Opioid analgesies canm raise cerebrospinal fluid pressure as a result of
respiratory depression with carbon dioxide retention, Therefore, NUCYNTA® ER
should not be used in patients who may be susceptible to the effects of raised
cergbrospinal fluid pressure such as these with evidence of head injury and
increased intracranial pressure. Opiocid analgesics may obscure the clinical
course of patients with head injury due o effects on pupillary response and
conscipusness. NUCYNTA® ER should be used with caution in patients with head
injury, intracranial lesions, or other sources of preexisting increased intracranial
pressure.

55 Misuse and Abuse

Tepentadol is a mu-opioid agonist and is a Schedule 1l contrefled substance.
Such drugs are sought by drug abusers and people with addiction disorders.
Diversion of Schedule Il products is an act suhject to criminal panatty,

Patients should be assessed for their clinical risks for opioid abuse or addiction
prior to being prescribed opioids.

NUCYNTA® ER can ba abused in a manner similar to other apieid agonists, legal
or illicit. This should be considered when preseribing or dispensing
NUCYNTA® ER in situations where the physician or pharmacist is cencerned
about an increased risk of misuse and ahuse. Concerns about abuse and
addiction should not prevent the proper management of pain. Howaver, all
patients treated with mu-opioid agenists require careful monitoring for signs of
shuse and addiction, since use of mu-opieid agonist analgesic products carey
the risk of addiction even under apprepiiate medical use fsee Drug Abuse and
Dependence {321, ,
Drug abusers may attempt to abuse NUCYNTA® LR by crushing, chewing,
snorting or injecting the proguct. These practices may result in the uncontrofed
delivery of NUCYNTA® ER and pose a significant risk to the abuser that couid
result in overdose and death fsee Jrug Abuse and Dependence (3.

56 Hypotension

NUCYNTA® £R may cause severe hypotension. Patiemts at higher risk of
hypotension include these with hypovolemia or those taking concurrent products
that eompromise vasomotor tene le.g., phenothiazines, general anesthetics).

5.7 Driving and Operating Machinery

Patients should be cautioned that NUCYNTA® ER may impair the mental andfor
physical abilities required for the performance of potentially hazardous tasks
such as driving a car er oporating machinery. This is to be expected especially at
the beginning of treatment, at any change of dosage, as well as in combination
with afcohol or tranquitizers fsee Drug Interactions {7.3)].

58 Interactions with Alcohol and Drugs of Abuse

NUCYNTA® ER may be oxpacted to have additive effects when used in
ceniunction with afcohal, other opioids, or illicit drugs that cause central ngrvous
system depression, because respiratory dopression, hypotension, hypertension,
and profound sedation, coma or death may result [see Orug interactions {7.3)].

59 Seizures .

NUCYNTA® ER has not been evaluated in patients with a predisposition to a
seizure disorder, and such patients were excluded from clinical studies. As with
ather opioids, NUCYNTA® ER should be prescribed with care in patients with
a history of a seizwre disorder or any condition that would put the patient at risk
of seizures,

510 Serotonin Syndrome Risk

Cases of life-threatening serotonin syndrome have been reported with the
concurrent use of tapemtadol and serotonergic drugs. Serotonergic drugs
comprise Selective Serotenin Reuptake Inhibitars {SSRls), Serotonin and
Norepinephrine Reuptake Mnhibitors (SNRis), tricyclic antidepressants {TCAs),
triptans, drugs that affect the serotonergic neurotransmitter system (e.o.
mirtazapine, trazedone, and tramadol), and drugs that impair metabolism of
serotenin {including MAQIs). This may oceur within the recommended dose,
Serotonin  syndrome may include mental-status changes {e.g, agitation,
haillucinations, comaj, autonomic instahility {e.g., tachycardia, labile blood
pressure, hyperthermial, neuromuscular aberrations (e, hyperrefiexia,
incoordination} andfor gastrointestinal symptoms {e.g., nauses, vomiting,
diarrhea} and can be fatal [see Serotonergic Drugs (7.5)].

511 Withdrawal

Withdrawal symptoms may occur if NUCYNTA® £R Is discontinued abruptly, These
symptoms may include: anxiety, sweating, insemnia, rigors, pain, nausea, tremors,
diarrhea, upper respiratory symptoms, piloerection, and rarely, hallucinations.
Withdrawal symptoms may be reduced by tapering NUCYNTA® ER fsee Drug
Abuse and Dependence 9.3,

512 Hepatic Impairment

A study with the immediate-release farmulatian of tapentadol in subjects with
hepatic impairment showed higher serum cencentrations of tapentadol than in
those with normal hepatic function. Tapentadol should be used with caution in
patients with mederate hepatic impairment fsee Dosage and Administration (2.4}
and Clinieal Pharmacofogy (12.3)]

NUCYNTA® ER has not heen studied in patients with severe hepatic impairment
and use in this population is not recommended,

513 Use in Pancreatic/Biifary Tract Disease

Like other drugs with mu-opioid agonist activity, NUCYNTA® £R may cause
spasm of the sphincter of Oddi and should be used with caution in patients with
biliary tract disease, including acute pancreatitis.

514 Other Special Risk Groups

NUCYNTA® ER should be used with caution in the following conditions:

adrenocortical insufficiency {e.g., Addisen’s disease); delirium tremens;

myxedema ar hypothyroidism; prostatic hypertrophy or urethral swiciure; and,

{oxic psychosis. .

6§  ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of

the labeling:

+ Respiratory Depression {see Contraindications (4} and Warnings and
Precautions (5.2)

+ CNS Depressien fsee Warnings and Precautions {5.3)]

* Hypotension fsae Warnings and Precauiions (5.6)}

+ Seizures [see Warnings and Precautions (5.9}

+ Serotenin Syndrome [see Warnings and Precautions (5.10)]

6.1 Clinical Studies Experience

A causal refationship with NUCYNTA® ER often cannot be rliably astablished in
individual cases. Because clinical trials are ¢onducted under widely varying
conditions, adverse reaetion rates observed in the clinical trials of a drixg cannot
be directly compared to rates in the clinical trials of another deug and may not
reflact the rates obsarved in clinical practice.

The safety data described in Table 1 belew are based on three pooled,
randomized, double-blind, placebo-cantralled, paraltel group, 15-week studies of
NUCYNTA® ER {dosed 100 to 250 mg BID after 2 50 mg BID starting dese} in
patients with chronie pain due to low back pain (LBP) and osteoanthritis {0A}.
These trials included 980 NUCYNTA® ER-treated patients and %93 placeho-
treated patients. The mean age was 57 years old; 63% were female and 37%
were male; 83% were White, 16% were Black, and 5% were Hispanic,
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The most common adverse reacitons {reported by 210% in any NUGYNTA® ER
dose group) were: nausea, constipation, headache, dizziness, and somnelenca.

The mest common reasons for discontinuation due to adverse reactions in nine
Phase 2/3 poofed studies reported by 21% in any NUCYNTA® ER dose group for
NUCYNTA® ER- and placebo-treated patients were rausea {4% vs. <1%), dizziness
{#% vs. <1%}, vomiting (3% vs. <1%), somnolence (2% vs. <1%}, constipation (1%
vs. <1%), headache {1% vs. <1%}, and fatigue {1% vs. <1%), respectively.

6.2 Commonly-Observed Adverse Reactions in Douhfe-Blind Controlled

Glinical Studies with NUCYNTA® ER

Tehle 1 lists the common adverse reactiens reported in 1% or more of

NUCYNTA® ER-weated pationts and greater than placebo-treated patients with

chrenic moderaie to severe pain in the three pooled studies. The types of

adverse roactions seen in the study of patients with painful diabetic peripheral

neuropathy (BPN} were simitar fo what was seen in the fow back pain and

osteoarthritis trials.

Tahle 1: Adverse Drug Reactions Reportad hy > 1% of NUCYNTA® ER-Treated
Patients and Greater than Placebo-treated Patients in Peofed Parailef-
Group Trials {i.e., Studies LBP-1, 0A-1, and 0A-2)

NUCYNTA® £R
50 to 250 mg BIDZ Placebo
{n=980} {n=893}

Gastrointestinai disorders

Nausea 21% 7%
Constipation 17% 7%
VYomiting 8% 3%
Dry mouth % 3%
Dyspepsia 3% 2%
Nervous system disorders

Dizziness 17% %
Headache 15% 13%
Somnaolence 12% 4%
Lethargy 2% 0%
Disturbance in attention 1% 0%
Tremor 1% %
General disorders and administration
site conditions

Fatigus 9% 4%
Asthenia 2% 1%
Chills 1% 0%
Psychiatric disorders

Insennia 4% 2%
Anxiety 2% 1%
(Jepressed mood? 1% 1%
Abnormal dreams 1% 0%
Depression 1% 0%
Skin and subcutaneous tissue disorders

Hyperhidresis 5% 1%
Pruritus 5% 2%
Rash3 1% 1%
Metahofism and nutrition disorders

Decreased appetite 2% 1%
Ear and labyrinth disorders

Vartigo 2% 1%
Vascuiar disorders

Haot flush 2% 0%
Eye disorders ]
Vision blurred 1% 0%
Respiratory, thoracic and mediastinal

disorders

Dyspnea? 1% 1%
Reproductive system and breast
disarders

Erectite dysfunction % 0%

I MedDRA preferred terms. The trials included forced titration during the first
week of dosing.

NUCYNTA® ER dosed between 100 and 250 mg BID after a starting dose of
56 mg BID

% Depressed mood was abserved in 1.2% of NUCYNTA® ER-treated subjects vs.
8.5% in placebo geoup, rash- in 1.1 vs. 0.7 in placebo, and dyspnea- in 1.1 v5. 0.5
in placebo,

L

6.3 Other Adverse Reactions Qbserved During the Premarketing Evaluation of

NUCYNTA® ER

The following adverse drug reactions occureed in lass than 1% of NUCYNTA® £R-

{reated patisnts in nine Phase 2/3 clinical studies:

» Nervous System Disorders: Paresthesia, Hypoesthesia, Balance disorder,
Sedation, Syncope, Memary impairment, Mental impairment, Dapressad lavel of
consciousness, Dysarthria, Ceordination abnormal, Presyncope

+ Gastroinfestinal disarders: impaired gastric emptying

* General disorders and administration site conditions: Orug withdrawal
syadrome, lrritability, Feeling abniormal, Feeling drunk, Feeling of relaxation

*» Psychiatric  disorders: Perception disturbances, Disorientation, Agitation,
Cenfusional state, Euphioric mood, Drug dependence, Thinking abnormat

« Skin and subcutaneous tissue disorders: Urticaria

s Metaholism and nufrition diserders: Weight decreased

« Cardiac disorders: Heart rate increased, Heart rate decreased

« Vascular Disorder: Blood pressure decreased

* Respiratory, thoracic and mediastinal disorders: Respiratory depression

« Renal and urinary disorders; Pollakiuria, Urinary hesitation

« Reproductive system and breast diserders: Sexual dysfunction

+ Eye disorders: Visual disturbance

+ Immune system disarders: Orug hypersansitivity

64 Postmarketing Experience

The following adverse reactions have been identified during post approval use of
tapentadel. Because these reactions are reporfed voluntarily from a population
of uncertain size, it is not always possible {o reliably estimaie their frequency gr
estabiish & causal relationship te drug exposure.

Gastrointestinal disorders: diarrhea

Immune system disorders: angioedema

Psychiatric disorders: hallucination, suicidal ideation
Cardiac disorders: palpitations

7 DRUG INTERAGTIONS

Tapentadol is mainly metabolized by glucurenidation. The following substances
have been included In a set of interaction studies without any clinically
significant finding: acetaminophen, acetylsalicylic acid, naproxen and protienecid
fsea Clinical Pharmacolegy (12.3)]

The pharmacekinetics of tapentadol were not affected when gastiic pH or
gastrointestina! motility were increased by omeprazole and metoclopramide,
respectively fsee Clinical Pharmacology (12.3)].

7.1 Drugs Metabolized by Cytochrome P450 Enzymes

{n vitro investigations indicate that tapentadol does not inhibit or induce P450
enzymes. Thus, clinically relevant interactions mediated by the cytochrome
P450 system are unlikely to occur fsee Clinical Pharmacology {12.3)].

1.2 Drugs That Inhibit ar induce Cytochrome P450 Enzymes

The major pathway of tapentadol metabolism is conjugaticn with glrcuranie acid
te produce glucurcnides, a high capacity metabolic pathway. To a fesser extent,
tapentadol is additionally metabolized to N-desmethyl tapentadol {13%) by
CYP2CS and CYP2C18, and to hydroxy tapentadol {2%) by CYP2D6, which
are further metabelized by conjugation. Since enfy a minor amount of tapentadel
is metabolized via the oxidative pathway clinically relevant interactions
mediated by the eytochrome P450 system are ualikely to occur fsee Clinical
Pharmacolagy {12.3)].

7.3 Centrally Acting Drugs and Alcohal

Patients receiving other opioid agonist analgesics, general anesthefics,
phenothiazines, antiemetics, other tranquilizers, sedatives, hypnotics, centrally
acting “ muscle relaxants, or other CNS depressants {including alcohol]
concomitantly with NUCYNTA® ER may experience additive CNS depression,
Interactive effects resulting in respiratory depression, hypotension, profaund
sedation, or coma may result if these drugs are taken in combination with
NUCYNTA® ER. If such cembined therapy is centemplated, a dose reduction of
ene or hoth agents should be considered [see Warnings and Precautions (5.3
and (5.8},

The co-administration of alcohel with NUCYNTA® ER may result in increased
serum levels and & potentiafly fatal overdose of tapentadol. Do not use
NUCYNTA® ER with alcohoi fsee Clinical Pharmacology (12.34;

14 Monoanmine Oxidase Inhihitors

NUCYNTA® ER is contraindicated in patients who are receiving monocamine
oxidase {MAOY} inhibitors or who have taken them within the fast 14 days due to
potential additive effects on norepinephrine levels, which may result in adverse
cardiovascular events Isee Contraindications (4]

15 Serotonergic Drugs

There have beer post-marketing reports of serotonin syndrome with the
cencomitant use of tapentadol and serctonergic drugs {e.g., $SRIs and SNR!s).
Caution is advised when NUCYNTA® £R is co-administerad with other drugs that
may affect serotonergic neurotransmitier systems such as SSRIs, SNRIs, MAOGIs,
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and triptans, If coneomitant treatment of NUCYNTA® ER with a drug affecting the
serotenergic neurofransmitter system is clinically warranted, careful observation
of the patient is advised, particularly during treatment initiation and dose increases
{see Warning and Precautions (5. 101,

16  Mixed Agonist/Antagonist Opioid Analgesics

The concomitant use of NUCYNTA® ER with mixed agonist/antagonists
te.g., butorphanol, nalbuphine, and pentazocine} and partial agonists (e.g.,
buprenorphine) ceuld lead to a reduction of the analgesic sffect by competitive
blocking of opioid receptors, andfor withdrawai. Therefare, this combination is
not recommended.

17 Antichoiinergics
The use of NUCYNTA® ER with antichelinergic products may increase the risk of
urinary retention andfor severe constipatien, which may lead to paralytic ifeus.

8  USEIN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C.

There are no adequate and well-controlled studies of NUCYNTA® ER in pregnant
women. NUCYNTA® ER should be used during pregnancy only if the petemlal
henefit justifies the poteatial risk to the fetus,

Tapentadol HCl was evaluated for teratogenic effects in pragnant rats and
rabbits following intraveneus and subcutaneous expesure during the period of
embryofetal arganogenesis. When tapentadol was administered twice daily by
the subcutaneaus raute in rats at dose fevels of 10, 20, or 40 mgfkg/day
[producing up to 1.36 times the plasma exposure at the maximum recommended
human dese (MAHD) of 500 mg/day for NUCYNTA® ER based on an area under
the time-curve {AUC) comparison], no teratogenic effects wera observed.
Evidence of embryofetal texisity included transient delays in skeletal maturation
{i.e., reduced ossHication} at the 48 ma/kg/day dose which was assoeciated with
significant maternal toxicity. Administration of tapentadol HEl in rahbits at deses
of 4, 10, or 24 mafkgfday by subcutaneous injaction fproducing 6.3, 0.8, and
2.5 times the plasma exposure at the MRHD based on an AUC comparison,
respectively] revealed embryofetal texicity at doses 210 mg/kg/day. Findings
included reduced fstal viahility, skefetal delays and other variations. In additien,
there were multiple malformatiens including gastroschisisfthoracogastroschisis,
amelia/fphocomelia, and cleft palate at doses 210 mafkg/day and above, and
ablepharia, encephalopathy, and spina bifida at the high doss of 24 mg/ka/day.
Embryofetal toxicity, inciuding melformations, may be secendary to the
significant maternal toxicity observed in the study.

in a study of pre- and postnatal development in rats, oral administration of
tapentadol at doses of 20, 50, 150, or 300 mg/kg/day to pragnant and lactating
rats during the late gestation and early postnatal period [resuiting in up to 2.28
times the plasma exposure at the MRHD an an AUC basis] did not influence
physical or reflex develepment, the eutcome of neurchehavicral tests or
reproductive parameters, Treatment-refated developmental delay was observed,
including incomgplete ossification, and significant reductions in pup bedy weights
and bady weight gains at doses associated with maternal toxicity {50 mafka/day
and above). At maternal fapentadol dosas =150 mog/kg/day, a dose-related
increase in pup mortality was observed to postnatal Day 4,

8.2 ‘Labor and Delivery

The effect of tapentadol on labor and delivery in humans is uaknown.
NUCYNTA® ER is not recommended for use in wamen during and immediately
prior to labor and delivery. Due to the mu-opioid receptor agonist activity ef
NUEYNTA® ER, neonates whose mothers have been taking NUCYNTA® ER
should be monitered for respiratory depression, A specific opieid antagonist,
such as nalexone, should be avaitable for reversal of opioid induced respiratory
depression in the neonate.

8.3 Nursing Mothers

There is insufficieny/limited information on the excretion of tapentadal in human
or animal breast milk. Physicochemical and available pharmacadynamic/
toxicological data on tapentadol point to excretion in breast milk and risk to the
suckiing child cannot be excluded. NUCYNTA® ER should not be usad during
hreast-feeding.

8.4 Pediatric Use

The safety and effectiveness of NUCYNTA® ER in pediatric patients less than
18 years of age have not been established. NUCYNTA® ER is not recommended in
this populatien.

85 Geriatric Use

0f the total number of patients in Phase %3 double-blind, multiple-dese clinical
studies of NUCYNTA® ER, 28% (1023/3813) were 65 years and over, while 7%
{245/3613) were 75 years and over. No overall differences in effectiveness or
tolerability were observed between these patients and younger patients.

In general, recommended dosing for alderly patients with narmal renal and
hepatic function is the same as for younger adult patients with normal renal and
hepatic funetion. Because elderly patients are mare likely to have decreased
renal and hepatic function, censideration should be given to starting eiderly
patients with the lowser range of recommended doses [see Clinical
Pharmacology {12.3)]

86 Neonatal Withdrawal Syndreme

Chrenic maternal use of oplates or opioids during pregnancy cosxpeses the
fetus. The newhorn may experience subsequent neonatal withdrawal syndrems
{NWS), Manifestations of NWS include irvitability, hyperactivity, abnormal sleep
pattern, high-pitched cry, tremor, vamiting, diarrhea, weight less, and failure to
gain waeight, The onset, duratien, and severity of the disorder differ based on
such factors as the addictive drug used, time and amount of mother’s last dose,
and rate of elimination of the drug from the newborn,

87 Rena! Impairment

The safety and effectiveness of NUCYNTA® ER has not been established in
patients with severe renal impairment. NUCYNTA® ER is not recommeanded in
this population fsee Dosage and Administration (2.3)].

88 Hepatic Impairment

Administration of tapentadol resulted in higher exposures and serum levels of
tapentadol in subjects with impaired hepatic furction compared o subjects with
normal hepatic function [see Clinical Pharmacology (12.3}] NUCYNTA® ER should
be used with caution in patients with maderate hepatic impairment [see Dosage
and Administration {2.4)].

NUCYNTA® ER has nat been studied in patients with severe hepatic impairment,
therefore, use of NUCYNTA® £R is not recommended in this population [see
Warnings and Precautions (5.12)],

9  DRUG ABUSE AND DEPENDENCE

9.1 Confrolled Substance

NUCYNTA® £R contains tapentadol, a mu-opioid agenist and is a Scheduls Il
eontrolled substance. NUCYNTA® ER has an abuse potential similar to
hydramorphane, ean be abused and is subjeet ko criminal diversion.

8.2 Abuse

Drug addiction is characterized by behaviors that include ene or more of the
following: impaired controf over drug use, compulsive use, continwed use despite
harm, and craving. Drug eaddiction is a ireafable disease, wutilizing 2
mutidisciplinary appreach, hut relapse is common.

The risks of misuse and abuse should be considered when prascribing or
dispensing NUCYNTA® ER, Concerns ahout abuse and addiction should not
prevent the propar management of pain. However, all patients treated with
opiolds require careful monitoring for signs of abuse and addiction, because use
of opioid analgesic products carries the risk of addiction even under appropriate
medieal use,

“Drug seeking” behavior is very commen in addicts, and drug abusers. Drug-
seaking tactics include emergency calls er visits near the end of offica hours,
refusal to undergo appropriate examination, testing or referral, repeated claims
of loss of prescriptions, tampering with prescriptions and reluctance to provide
prior medical records or contact information for other treating physician{s}.
“Boctor  shopping”  {visiting multiple prescribers) to obtain additional
prescriptiens is commen among drug abusers and people suffering frem
uatreated addiction. Preoceupation with achieving adequate pain relief can be
apprepriate behavior in a patient with poor pain control.

Abuse and addiction are separate and distinct from physical dependence and
toterance. Physicians should be aware that addiction may not be accompanied
by concurrent tolerance and symptoms of physical dependence in all addicts,
in addition, abuse of mu-opicid agonists can oceur in the absence of true
addiction and is characierized by misuse for non-medical purposes, often in
combination with other psychoactive substances. Careful recordkeeping of
prescribing information, including quantity, frequency, and renewal requests is
strengly advised.

Abuse of NUCYNTA® ER poses a risk of aeverdose and death. This risk is
incraased with concurrent abuse of NUCYNTA® ER with alcohol and other
substances. NUCYNTA® £R tablets are intended for oraf use only and must not
ke administered by any other route. If abused by pareateral routes, the tablet
excipients may cause sarious or evan fatal complications. In addition, parenteral
drug ahuse is commonly associated with transmission of infectious diseases
such as hapatitis and HIV,

Proper assessment of the patient, proper prescribing practices, periodic
re-evaluation of therapy, and proper dispensing and storage are appropriate
measures that hefp to limit abuse of drugs with mu-opioid agonist properties.

Infants borm to mothers physicaily dependent on apioids will also be physically
dependent and may exhibit respiratory difficulties and withdrawal symptoms
fsee Use in Special Pepulations {8.6)]. Use of NUCYNTA® ER in this population
has not been characterized. As NUCYNTA® ER has mu-opioid aganist activity,
infants whose mothers have taken NUCYNTA® ER should be carefully monitered,

93 Bependence

Tolerance to opioids is the need for increasing doses of opioids to maintain a
constant effect such as analgesia {in the absence ef disease progression or
ather exteraal factars). The first sign of tolerance is usually a reduced duration
of effect. Tolarance to differant effects of opioids may develop to varying
degrees and at varying rates in a given individual. There is aiso inter-patient
variability in the rate and extent of tolerance that develops to various opioid
effects, whether the effect is desirable {e.g., analgesia} or undesirable {e.g.,
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nausea). Physical dependence is manifested by withdrawal symptoms after
abrupt discontinuation of a drug or wpon administration of an antagenist
Physical dependence and tolerance occur frequently during chronic opioid
therapy.

The opioid abstinence or withdrawal syndrome is characterized by some or alt
of the following: restlassnass, lacrimation, rhinorrhea, yawning, perspiratien,
chills, myalgia, and mydriasis. Other symptoms also may develop, including
irritability, anxiety, backache, joint pain, weakness, abdominal cramps, insomnia,
nausea, anofexia, vomiting, diarrhea, increased blood pressure, respiratory rate,
or heart rate.

Tolerance andfor a withdrawal syndrome are more likely to occur the langer a
patient is on confinuous opioid therapy. In clinical trials, patients whe stopped
taking NUCYNTA® ER abruptly experienced mild {12%) or moderate {2%)
withdrawal. Withdrawal symptems ineluded: nausea, diarrhea, insomnia, sweating,
amiety, arthralgia, and chills. Withdrawal symptoms may be reduced by tapering
NUCYNTA® ER.

10 OVERDOSAGE

10.1 Human Experience

Experience with NUCYNTA® ER overdose is very limited, Preclinical data suggest
that symptoms similar to those of other centrally acting analgesics with
mu-opioid agonist activity are te be expected upon intoxication with tapentadol.
In principle, the clinical manifastations of opioid overdese include miasis,
vomiting, cardiovascular collapse, consciousness disorders up to coma,
convulsions and respiratory depression up to respiratory arrest, and death.

10.2 Management of Gverdose

Managament of overdose should e facused on treating symptoms of mu-opioid
agonism, Primary attention should be given to re-establishment of a patent
airway and institution of assisted or centrolled ventifation when overdose of
NUCYNTA® ER is suspected. Supportive measures {including oxygen and
vasopressors} should be employed in the management of cardizc andfer
pulmonary fallure as needed, Cardiac arrest or arrhythmias may require cardiac
massage or defibrillation,

Take the extended-release characteristics of NUCYNTA® ER inte account when
treating the overdose. Even in the face of improvement, continued medical
monitoring is required because of the possibility of extended effects.

Pure apioid antagonists, such as nalexose, are specific antidotes to respiratory
depression resulting from opioid overdose. Respiratory depression following an
overdose may outlast the duration of action of the opicid antagonist.
Administration of an opioid antagonist is net a substitute for continueus
monitaring of airway, breathing, and eirculation folfowing an opioid overdose. if
the response to the initial administration of opioid antagonists is suboptimal or
only brief in nature, repeated doses or an alternative antagenist should be
administered as directed by the [abel of the antagenist.

Only administar opioid antagonists in the presence of clinically significant
vespiratory or circulatory depression secondary ie tapentadol overdese. In
patients who are physically dependent on any opioid agonist including
NUCYNTA® ER, an abrupt or complete reversal of opicid effects may precipitate
an acute abstinence syndrome. The severity of the withdrawal syndrome
preduced will depend on the degree of physical dependence and the dose of the
antagenist administerad.

11 DESCRIPTION

NUCYNTA® ER {tapentadoll 3s & mu-opicid raceptor agonist, supplied in
extended-refease film-coated tablets for ersl administration, containing 58.24,
116.48, 174.72, 232.96, and 291.20 mg of tapentado hydrechloride in each tablet
strength, corresponding to 50, 100, 150, 200, and 250 mg of tapentadol free-base,
respectively. The chemical name is 3-[{1R2A)-3-{dimethylamino}-1-ethyl-2-
methylpropyllphenal monohydrechloride. The structural formula is:

OH

. HA

The molecular weight of tapentado] HCI is 257.80, and the molecular formula is
€14H2aNQHCL The n-octansgl water partition coefficient log P value is 2.87. The
pKa values are 8.34 and 16.45. In addition to the active ingredient tapentadol HEI,
tablets also contain the following inactive ingredients: polyethylans oxide,
hypremellose, polysthylene glycal and alpha-tocaphserel {vitamin E). The film
coating is comprised of polyvinyl algohel, titanium dioxide, polysthylene glycol,
tafc, and the colorant FI&C Blue #2 aluminum lake is used for 169-, 150-, 200,
and 250-mg strengths; and additicnaily, yellow iron oxide is wsed in 150-mg
tablets. Printing inks contain shellac glaze and propylene glycol for all strengths,
and black iron oxide {50-, 100-, 150- and 200-mg tablet} or titanium dioxide
{258-mg tablet).

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Tapentado! is & centrally-acting synthetic analgesic. The exact mechanism of
action is unknown. Although the clinical relevance Is unclear, preclinical studies
have shown that tapentadol is a mu-opioid receptor {MOR) agonist and a
norepinephrine reuptake ishibitar {NBl), and analgesia in animal models is
derived frem both of these properties.

122 Pharmacodynamics

Tapentadol is 18 times less potent than morphine in binding to the human
mu-opioid receptor and is 2-3 times less potent in producing analgesia in animal
madels. Tapentadol has een shown to inhibit norepinephrine reuptake in the
brains of rats resulting in increased norepinephring concentrations, In
preclinical models, the analgesic activity due to the mu-opioid recepter agonist
activity of tapentadol can be anlagonized by selective mu-gpioid antagonists
(e.g., naloxone), whereas the norepinephrine reuptake inhibition is sensitive to
noreginephrine modulators, Tapentadol exerts its analgesic effects without a
pharmacelogically active metabolite, i

Effects on the cardiovascular system: There was no effect of therapeutic and
supratherapeutic dosas of tapentadol on the &7 interval In & randomized,
double-blind, placebo- and positive-controlted crossover study, healthy subjects
were administered five consecutive immediate-release formulation doses of
tapentadal 100 mg every 6 hours, tapentadol 150 mg every 6 hours, placebo and
2 single oral dose of moxifloxacin. Similarly, the immediate-release formulation
tapentadol had no relevant effect on other ECG parameters (heart rate, PR
interval, QRS duration, T-wave or U-wave morphalogyl.

123 Pharmacokinetics

Absorpiion

The mean absolute bioavailability after single-dese administration (fasting} of
NUCYNTA® ER is approximately 32% due to exiensive first-pass metaholism.
Maximum serum concentrations of tapentadol are observed between 3 and
6 hours after administration of NUCYNTA® ER, Dose proportional incraases for
AUC have been observed after administration of NUCYNTA® ER over the
therapeutic dose range.

Steady-state exposure of tapentadel is attained after the third dese {i.e., 24 hours
after first twice daily muitiple dose administration). Following dosing with 250 mg
every 12 hours, minimal accumuiation was observed.

Foad Effect

The AUC and Cpa incrgased by 8% and 17%, respectively, when NUCYNTAD £R
tablet was administered after a high-fat, high-calorie braakfast. NUCYNTA® ER
may be given with or without food.

Distribution

Tapentadol is widely distributed tiroughout the body. Following intravenous
administratian, the valume of distribution {Vz} for tapentadol is 540 +/- 88 L. The
plasma protein hinding is low and amounts to approximately 20%.

Metabelism and Elimination

In humans, about 97% of the parent compound is metabolized. Tapentadel is
mainly metabolized via Phase 2 pathways, and only a small amount is
metabolized by Phase 1 oxidative pathways. The major pathway of tapentadot
metabolism is eonjugation with glucuronic acid to produce glucuronides. After
oral administration approximately 70% {55% O-glucuronide and 15% sulfate of
tapentadol) of the duse is excreted in uring in the conjugated form. A tetai of 3%
of drug was excreted in urine as unchanged drug. Tapentadel is additionally
metabolized to N-desmethyl tapentadal {13%) by CYP2CS and CYPZC19 and to
hydroxy tapentadol {2%)] by CYP2D6, which are further metabolized by
conjugatien. Therefore, drug metabolism mediated by cylochrome P450 system
is of less importance than phase 2 conjugation.

None of the metaboliles contribute to the analgesic activity.

Tapentadol and its metabolites are excreted almost exclusively {99%) via the
kidneys. The terminal half-life is on average 5 hours after oral administration. The
total ¢learance of tapentadal is 1603 +/-227 mb/min.

Special Populations

Eldarly

The mean exposure [AUC) to tapentadol was simifar in elderly subjects
compared te young adults, with a 186% lower mean Cp,y ebserved in the elderly
subject graup compared to young adult subjects.

Aenal Impairmant

AUC and Cp.y of tapentadof were camparable in subjects with varying degrees
of renal function {from normal to severely impaired). In contrast, increasing
exposusre {AUC) to tapentadol-O-gluckronide was observed with increasing
degres of renal impairment. In subjects with mild, moderate, and severe renal
impairment, the AUC of tapentadol-O-glucuranide was 1.5-, 2.5-, and 5.5-fald
higher compared with normat renal function, respectively.

Hepatic Impairment

Administration of tapentadof resulted in higher expesures and serum levels to
tapentadol in subjects with impaired hepatic function compared te sehjects with
narmal hepatic function. The ratio of tapentadof pharmacokinetic parameters for
the mild and moderate hepatie impairment groups in cemparison to the normal
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hepatic function group were 1.7 and 4.2, respectively, for AUC; .4 and 25,
respectively, for Cmayg and 1.2 and 1.4, cespectively, for 4. The rate of formation
of tapentadol-O-glucuronide was lower in subjects with increased liver
imgairment.

Pharmacaokinetic Drug Interactions

Tapentadal is mainly metabolized by Phase 2 glucuronidation, a high capacity/
low affinity system; therefore, clinicaily refevant intaractions caused by Phase 2
metaholism are unlikely to eccur. Naproxen and probenscid increased the AUC
of tapentadol by 17% and 57%, respectively. These changes are not considered
clinically relevant and no change in dose is required.

Mo changes in the pharmacokinetic parameters of tapentadel were observed
when acetaminophen and acetylsalicylic acid were given concomitantly.

in vitre studies did not reveal any potential of tapentadol to either inhibit or
induce cytochroma P450 enzymes. Thus, clinically relevant interactiens mediated
by the cytechrome P450 system are uniikely to eccur.

The pharmacokinetics of tapentadol were not affected when gastric pH or
gastreintestinal motility were increased by emeprazole and metoclopramide,
respectively.

Plasma protein binding of tapentadel is low {approximately 20%]. Therefore, the
tikelihood of pharmacekinetic drug-drug interactions by displacement from the
protein binding site is [ow.

In Viva NUCYNTA® ER Formulation-Alcohol Interaction

NUCYNTA® ER may be expected to have additive sffects when used in
eonjunction with alcohal, other apicids, or illicit drugs that cause central narvaus
system depression, because respiratory depression, hypetension, hypertension,
and profound sedation, coma or death may result fsee Warnings and
Precautions (5.8},

An in vive study examined the effect of alcohel {240 ml of 40%} on the
bioavailability of a single dese of 100 mg and 250 mg of NUCYNTA® ER tablet in
healthy, fasted volunteers. After co-administration of a 100 mg NUCYNTA® ER
tablet and afcohel, the mean Cpyy value increased by 48% compared to control
with a range of 0.99-fold to 4.38-fold. The mean tapentadol AUC),5 and AUC;;
were increased by 17%; the Tr.x and t; were uachanged. After eo-administration
of a 250 mg NUCYNTA® ER tablet and alcohel, the mean Cn, value increased by
28% compared to control with a range of 0.80-fold to 2.87-feld. The mean
tapentadal AUC,y and AUC,y were increased by 168%; the Tp,y and t, wers
unchanged.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Tapentadoi was administered to rats (diet} and mice {oral gavage) for two years.
In mice, tapentadol HCI was administerad by orai gavage at dosages of 50, 100
and 208 mg/ka/day for 2 years {up to 0.34 fmes in the male mice and §.25 times in
the female mice the plasma exposure at the maximum recommended human
dose [MRHD for NUCYNTA® £R on an area under the time-curve [AUE] hasis}.
Nbo increase in tumor incidence was observed at any dose level,

Iz rats, tapantadol HCl was administerad in diet at dosages of 10, 80, 128 and
250 mg/kg/day far two vears {up to 0.20 times in the male rats and 0.75 times in
the female rats the MRHD on an AUC basis). No increase in tumor incidence was
observed at any dose [evel.

Mutagenesis

Tapentado! did not induce gene mutations in bacteria, but was clastogenie with
metaholic activation in a chremosomal aberration test in V79 cells. The test was
repeated and was negative in the presence and absence of metabolic activation.
The one positive result for tapentadol was not confirmed J/a vive in rats, using the
two endpoints of chromosomal abeeration and unscheduled DNA synthesis,
when tested up to the maximum tolerated dose.

Impairment of Fertility

Tapentadol HCl was administered intravenously to male or female rats at
dosages of 3, 6, or 12 ma/ka/day {represanting exposures of up to approximately
(.58 times in the male rats and 0.50 tmes in the female rats the exposure at the
MRHD on an AUC basis, based on extrapolation from toxicokinetic analyses in a
separate 4-week intravenous study in ratsh, Tapentade! did not alter fertility at
any dose level. Maternal toxicity and adverse affects on smbryonic development,
including decreased number of implantations, decreased numbers of five
conceptuses, and increased pre- and post-implantation losses occurred at
dosages 26 mg/kg/day.

132 Animal Toxicology and/or Pharmacology

fn toxicological studies with tapentadol, the most commen systemic effects of
tapentadol were related to the mu-opieid receptor agonist and norepinephrine
reuptake inhibition pharmacodynamic properties of the compound. Transient,
dose-dependent and predominantly CNS-related findings were observed,
including impaired respiratory function and convulsions, the latter occurring in
the dog at plasma levels {C,.y), which are in the range essociated with the
maximum recommended human dose {MRHD},

14 CLINIGAL STUDIES
The efficacy of NUCYNTA® ER was studied in four studies in patients with
moderate 1o severe chronie pain. Efficacy was demonstrated in one randomized,
deuble-blind, placebo- and active-contralled study in patients with chronic low
hack pain {LBP), and one randemized, double-blind, placebo-contrafled study in
patients with pain related to diabetic peripheraf neuropathy {DPNJ,
In the EBP study, patients 18 years of age or older with chronic low back pain
and a baseline pain score of 25 on an 11-point numerical rating scale {NRS},
ranging from @ to 10 were enrolled and randomized 0 1 of 3 treatments:
NUCYNTA® EB, active-conirol {an extended-release Schaedule Il opioid
analgesic), or placebo.
Patients randomized to NUCYNTA® ER initiated therapy with a dose of 50 mg
twice daily for three days. After three days, the dose was increased to 100 mg
twice daily. Subsequent titration was allowed over a 3-week fitration period ta 2
dose up to 250 mg twice daily, followad by 2 12-week maintenance period. There
ware 38t patients randomized. The mean age of the study population was 50
{range 18 to 89} years; the mean haseline pain intensity score was 8 {SD 1}
Approximately half of the patients were opioid-naive {had not taken opioids
during the three menths prior to the screening visith.
The number of patients completing the study was 51% in the placebo group, 54%
in the NUCYNTA® £R group and 43% in the active-contral group. Lack of efficacy
was the most common reason for discontinuation among placebe-treated
patients {21%), whereas adverse events were the most common reasen for
discontinuation among the active treatment groups {17% and 32% for
NUCYNTA® ER and active-contral, respectively).
After 15 weeks of treatment, patients taking NUCYNTA® ER had a significantly
greater pain reduction compared to placebe, The proportion of patients with
various degrees of improvement is shown in Figure 1. The figure is cumulative,
such that patients, whose change from baseline is, fer example 50%, are also
included at every level of improvement below 50%. Patients who did not
complete the study were assigned 0% improvement.
Figure 1: Percentage of Patients Achieving Various Levels of Improvement in
Pain Intensity - Study LBP!
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1 The last week of Study LBP was Week 15,

in the DPN study, patients 18 years or older with pain due to diabetic paripheral
newrepathy and a pain score of >3 on en 11-point numerical rating scale {NRS}
ranging from 0 to 10 were enrolled. Following an opea-label treatment period in
which NUCYNTA® ER was administered to all patients for three weeks, patients
who.had demonstrated at least a 1-point improvement ia pain intensity on the
MRS at the end of the open-iabe] titration period were randomized to sither the
NUCYNTA® ER dose {100 mg to 280 mg} reached during the opan-label titration
period, or plageho for 12 weeks of maintenance treatment,

A total of 591 patients entered open-label treatment and 389 patients met the
¢riteria for randomization nfo the double-blind treatment period. The mean age
of the randemized population was 60 {range 28 to 87} years; appreximately two-
thirds of the patients were opioid-nafve (had not taken opioids during the three
months prior to the screening visit).

During the ftitration period, 34% of patients discontinued open-label
NUCYNTA® ER. The most common reasons for discontinuation in the double-
biind treatment peried were lack of efficacy in the placeho group {14%} and
adverse gvents in the NUCYNTA® ER group {15%).
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After 12 weeks of treatment, NUCYNTA® ER provided a significantly greater
reduction in pain intensity compared to alaceho. Figure 2 displays the proportion
of randomized patients achieving various degrees of improvement in pain
intensity from the start of the open-iabal titration period to the [ast week of the
randomized withdrawal period. The figure is cumulative, such that patients,
whaose change from haseline is, for example 50%, are also included at every
tevel of improvement below 50%. Patients whe did not complete the study were
assigned 0% improvement,

Figure 2: Percentage of Patients Achieving Various Levels of Pain Relief - DPN
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16  HOW SUPPLIED/STORAGE AND HANDLING

NUCYNTA® ER tablets are available in the following strangths and packages:

50 myg extended-release tablets are white oblong-shaped with a black print

“OMJ 50° on one side and are available in bottles of 60 with child-resistant

closure [NDC £04b8-860-01) and unit dose blister packs of 10, for hospitaf use

enly {NDC 50458-868-02),

100 mg extended-release tablets are light-blue oblong-shaped with a black print

“OMJ 100" on one side and are available in bottfes of 66 with ehild-resistant

closure {NDC 50458-861-01} and unit dose blister packs of 10, for hospital use

only {NDC 50458-861-02}.

150 mg extended-release tablets are blue-green oblong-shaped with a black

print "OMJ 130" an one side and are available in bottles of 60 with child-

resistant closure {NDC 50458-862-01} and unit dose blister packs af 10, fer

hospital use only {NDC §0458-862-02],

200 mg extended-release tablets are blue oblong-shaped with a depression in

the middle running lengthwise on each side and with a black print "OMJ 2007 on

aone side, and are available in bottles of 60 with c¢hild-resistant closure

{NDC 50458-883-01} and unit dose hlister packs ef 10, for hospital use only

{NDC 50458-863-02),

250 my extended-release tablets are dark blue oblong-shaped with a depression

in the middie ruaning lengthwise on each side and with & white print "0MJ 2507

an one side, and are available in bottles of 60 with chifd-resistant closure

{NDG 50458-864-01) and unit dose blister packs of 10, for hospital use ondy

{NDC 50458-864-02},

Storage and Handling

Store up to 25°C {#7°F); excursions permitied to 15° - 36°C {53° - 86°F) [see USP

Controtled Room Témperaturel.

Protect fromn moisture.

Keep NUCYNTA® £R in a secure place aut of reach of children,

MNUCYNTA® £R tablets that are ne longer needed should be destroyed by flushing

down the toilet.

17 PATIENT COUNSELING INFORMATION

Physicians are advised to discuss the following issues with patients for whom

they prescribe NUCYNTA® ER:

« Advise patients that NUCYNTA® ER should he taken only as directad and to
report episodes of breakthrough pain and adverse experiences otcurring
during therapy to their physician.

» Advise patients not to adjust the dose of NUCYNTA® £R without consulting
their physician fsee Dosage and Administration (2]].

« Advise patients te infarm their prescriber if they are experiencing changes in
their pain level or if they feel they need a ehange in dosage.

» Advise patients that it may be appropriate to tapsr dosing when discontinuing
treatment with NUCYNTA® ER as withdrawal symptoms may eccur [see Drug
Abuse and Dependence (9.3},

» Advisa patients that NUCYNTA® ER must be swallowed whale. The extended-
ratease tablets may release all their contents at once if split, broken, chewed
or erushed, or dissolved, resulting in a risk ef fatal overdose of tapentadof.

Advise patients that NUCYNTA® ER tahlsts should be taken ana tablet at a time.
Patients should not pre-soak, lick or otherwise wet the tablet prior to placing in
the meuth. Advise patients to take each tablet with ancugh water to ensure
complete swallowing immediately after placing in the mouth fsee Dosage and
Administration (2}].

Advise patients using NUCYNTA® ER chrenically {for several weeks) to contact
their heaithcare providers if they notice the need to increasa dosing fo treat
symptoms of pain or they experience symptoms of withdrawal upon abrupt
cessation of dosing.

Advise patients to flush NUCYNTA® ER tablets that are no longer neaded down
the toilat. Advise patients to keap NUCYNTA® ER in the childproof container
and store in a safe place to protect it from being stolen.

Advise patients that NUCYNTA® ER is a Schedule Il Controlled Substance and
a potential drug of abuse. Patients should protect NUCYNTA® ER from theft,
and NUCYNTA® ER should never be given ta anyone other than the individual
for whom NUCYNTA® ER was prascribed [see Warnings and Precautions (5.5)].
NUCYNTA® £R tablets are intended for oral use enly and must not be
administered by any other route. If abused by parenteral routes, this may result
in serious or even fatal complications fsee Abuse {9.2)]

Advise patients that NUCYNTA® ER can cause respiratory degression and
hypotension fsee Warnings and Precautions (5.2 and 5.6}

Advise patients to exercise caution about operating hazardeus machinery,
including automobiles while taking NUCYNTA® ER, as NUCYNTA® ER has the
potential to impair judgment, thinking, or motor skills fsee Warnings and
Precautions (5711,

Advise patients to notify their physician if they become pregnant ar intend to
become pregaant during treatment with NUCYNTA® ER [see Use in Spacific
Papulations (8.1}].

Advise patients not to breast-feed an infant during treatment with
MNUCYNTA® ER [ses Use in Specific Populations (8.3}].

Advise patients not to take NUCYNTA® ER while using any drugs that inhibit
monocaming oxidase, Patients should not start MAOIs while taking
NUCYNTA®ER.

Advise patients that NUCYNTA® ER could cause seizures if they are at risk for
seizures or have epilepsy. Such patients shoufd bs advised to use
NUCYNTA® ER with care [see Warnings and Precautions (5.9)], Patients should
be advised to stop taking NUCYNTA® ER if thay have a ssizure while taking
NUEYNTA®? £R and call their healthcars provider right away.

Advise patients that NUCYNTA® ER could cause a rare hut potentially life-
threatening condition resuiting from cencomitant administratien of
seratonergic drugs #including Serotonin Reuptake Inhibiters, Serotonin and
Morepinephring  Beuptake [nhibitors and tricyelic antidepressants} f[see
Warnings and Precautions (5.10}].

Advise patients not to take alcohofic beverages, or grescription or non-
preseription medications containing aleohol, while on NUCYNTA® ER tharapy.
The co-administration of alcohol with NUCYNTA® ER may result in increased
serum levels and a potentially fatal overdose of tapentadol [see Drug
Interactions (7.3)1

Advise patients to inform their physicians if they are taking, or plan to take
additional medications inclading CNS Depressants, MAOQ inhibitors, mixed
agonists/antagonist opioid analgesics, antichalinergics, SSRis, SNRIs, or trivyclic
antidepressants fsee Drug interactions {7}].
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17.1 Medication Guide

MEDICATIGN GUIDE
NUCYNTA® ER (new-SiNN-tah E-R) C-II

(tapentadal)
extended-release oral fablets

Important:

Keep NUCYNTA® ER in a safe place away from children.
Accidental use by a child is a medical emergency and can
resuit in death. If a child accidentally takes NUCYNTA® ER,
get emergency help right away.

Read the Medication Guide that comes with NUCYNTA® ER
hefore you start taking it and each time you get a new
prescription. There may be new information. This Medication
Guide does not take the place of talking to your doctor about
your medical condition or your treatment. Talk to your doctor if
you havs any questions.

What is the mest imporfant information | should know ahout
NUCYNTA® ER?
1. NUCYNTA® ER overdase can cause life-threatening hreathing
prohlems that can lead to death.
+ Take NUCYNTA® ER exactly as prescribed by your doctor.

« NUCYNTA® ER is not for use for short-term pain relief from
injuries or surgery.

« NUCYNTA® ER is not for use to treat pain that you anly have
once in a while {"as needed”}

* Swallow NUCYNTA® ER tahlets whole. Do not hreak, split,
chew, dissolve, or crush NUCYNTA® ER tablets hefore
swallowing, or inject the contents. If NUCYNTA® ER is
taken in this way, the tapentadol in NUCYNTA® ER may be
released too fast. This is dangerous. It may cause you to
have trouhle hreathing and fead to death.

« If you cannot swallow NUCYNTA® ER tablets whaole, tell your
doctor. You will need a different pain medicine.

* Do not drink alcohol, or use prescription ar non-prescription
medicines that contains alcehol while you are being treated
with NUCYNTA® ER. Alcohol can cause very high levels of
tapentadol in your biood and you can die due to an overdose
of tapentadol.

« {t is impartant 1o stay under the care of your doctor while
taking NUCYNTA® ER.

2. Prevent theft, misuse, or ahuse. Keep NUCYNTA® ER in a safe
place to protect it from being stolen. NUCYNTA® ER can be
a target for people who misuse or abuse prescription
medicines or street drugs.

3. Never give NUCYNTA® ER to anyone else, even if they have
the same symptoms you have. It may harm them or even
cause death. Selling or giving away this medicine is against
the law.

What is NUCYNTA® ER?

» NUCYNTA® ER is a prescription medicine that contains the
opioid (narcotic) pain medicine tapentadel. The medicine in
NUCYNTA® ER is slowly released over time. If you hreak, split,
chew, dissolve, ar crush NUCYNTA® ER hefore swallowing, or
inject the contents, the tapentadol may he released teo fast
and you may overdose. See "What is the most important
information | sheuld know about NUCYNTA® ER?”

« NUCYNTA® ER is a strong opioid pain medicine. NUCYNTA® ER
is used in adults to freat moderate to severe pain that
continues around-the-clock and is expected 1o last for a long
period of time.

« NUCYNTA® ER is not for use for short-term pain relief fram
injuries or surgery.

* NUCYNTA® ER is not for use o treat pain that you only have
once in a while {"as needed”).

+» NUCYNTA® ER is a federally controlled substance (CII)
because it contains strong opioid pain medicine that can be a
target for people who abuse prescription medicines or street
drugs.

» It is not known if NUCYNTA® ER is safe and works in children
less than 18 years of age. NUCYNTA® ER should not be used in
children.

Who should not take NUCYNTA® ER?

Do not take NUCYNTA® ER if you:

* have trouble breathing or lung problems such as severe
asthma, wheezing, or shortness of breath.

=+ have a bowel blockage called paralytic ileus.

» take a monoamine oxidase inhibitor (MAGI) medicine or have
taken an MAOI medicine within the last 14 days. Ask your
doctor or pharmacist if any of your medicines is a MAOI

« are allergic to tapentadol or any of the ingredients in
NUCYNTA® ER. See the end of this Medication Guide for a
complete list of ingredients in NUCYNTA® ER.

What should | tell my doctor before taking NUCYNTA® ER?

NUCYNTA® ER may not he right for you.

Before taking NUCYNTA® ER, tell your dactor if you:

* have trouble breathing or lung problems such as asthma,
wheezing, or shortness of breath

+ have had a head injury or a brain prahlem

* have liver or kidney problems

* have adrenal gland problems, such as Addison’s disease

» have thyroid problems

« have convulsions or seizures

» have pancreas or galtbtadder problems

» have problems urinating or prostate problems

+ have constipation

¢ have severe scoliosis that affects your breathing

 have low blood pressure

* have or had a drinking problem or alcchelism or a family
history of this problem

* have mental problems including depression, anxisty, or
hailuc):inations {seeing or hearing things that are not really
there

* have or had drug abuse or addiction problams or a family
history of this problem

* plan to have surgery

* are pregnant or plan to become pregnant,

If you take NUCYNTA® ER right before your baby is born, your
baby could have breathing problems.

if you take NMUCYNTA® ER regularly before your haby is born,
your newhorn haby may have withdrawal symptoms, because
his/her body has become used to the medicine.

Symptoms of withdrawal in a newborn baby may include:

o jrritability

o ¢rying more than usual

o shaking {tremors)

o jitteriness

o breathing faster than normal

o diarrhea or more stoels than normal

o vomiting

o faver




» are hreastfeeding. You should not breastfeed while taking
NUCYNTA® ER. Talk to your doctor about the best way to feed
your baby if you take NUCYNTA® ER.

Tell your doctor about all the medicines you take, including

prescription and nonprescription medicines, vitamins, and herbal

supplements. Some medicines may cause serious or life-
threatening medical problems when taken with NUCYNTA® ER,

Somatimas, the doses of certain other medicines and

NUCYNTA® ER need to be changed.

Especially tell your doctor if you take:

+ Selective Serotonin Reuptake Inhibitors {SSRIs}, Sergtonin
and MNorepinephrine Reuptake Inhibiters (SNRIs), tricyclic
antidepressants, tramadol, and triptan medicines. See "What
are the possible side effects of NUCYNTA® ER?”

» Other medicines that make you sleepy such as:

o other pain madicines

o antidepressant medicines, including those listed above

o sleeping pills

o antihistamines

o anti-anxiely medicines

o muscle relaxants

o anti-nausea medicines

o tranquilizers

Do not talke NUCYNTA® ER if you take a menoamine oxidase
inhibitor (MAOI} medicine. See “Whe should not take
NUCYNTA® ER?"

Do not take any new medicine whife using NUCYNTA® ER untif

you have talked to your doctor or pharmacist. They will tell you if

it is safe fo take other medicines while you are taking

NUCYNTA® ER. Ask your doctor if you are not sure if your

medicine is one of the listed above.

Know the medicines you take. Keep a list of them to show your

doctor and pharmacist when you get a new medicine.

How should | talke NUCYNTA® ER?

+ Take NUCYNTA® ER exactly as prescribed by your doctor. Do
not change the dose unless your doctor tefls you fo.

» Your doctor may change vyour dose after seeing how
NUCYNTA® ER affacts you,

* You can take NUCYNTA® ER with or without food.

» Swallow NUCYNTA® ER whale. You must take NUCYNTA® ER
one tablet at a time, with enough water to make sure that you
completely swallow the tablet right away. Do not soak, lick, or
wet the tablet before putting it in your mouth,

« Do not break, split, chew, dissoive, or crush NUCYNTA® ER
tablets before swallowing, or inject the contents. If you
cannot swallow tablets, tell your doctor. See "What is the most
important information | should know about NUCYNTA® ER?”

« if you miss a dose, take it as soon as possibie. If it is almost
time for your next dose, skip the missed dose and go back to
vour regular dosing schedule. Do not take 2 doses at the same
time unless your doctor tells you to. If you are not sure about
your dosing call your doctor.

+ If you take too much NUCYNTA® ER or overdose, get
emergency help right away.

» Call your doctor if your pain is not well controlled whils taking
NUCYNTA® ER.

» Follow vour doctar’s instructions about how to slowly stop
taking NUCYNTA® ER to help prevent uncomfortable
withdrawal symptoms.

What should | avoid while taking NUCYNTA® ER?

* Do not drive, operate machinery, or do other dangerous
activities, until you know how NUCYNTA® ER affects how alart
you are. NUCYNTA® ER can make you sleepy.

What are the possible side effects of NUCYNTA® ER?

NUCYNTA® ER can cause seriaus side effects including:

* Life-threatening breathing problems. Call your doctor right
away or get emergency medical help if you:

o have trouble breathing

o have extreme drowsiness with slowed breathing

o have shallow breathing ({little chest movement with
breathing)

o fesl faint, dizzy, confused, or have other unusual symptoms

o have a seizure

* Decreased blood pressure. This can make you feel dizzy and
faint if you get up too fast from sitting or lying down. Low blood
pressure is more likely to happen if you take other medicines
that can also lower your blood pressure. Severe fow bicod
pressure can happen if you lose blood or take certain other
medicinas.

* Serotonin syndrome. Serotonin syndrome is a rare, life-
threatening condition that could happen if vyou take
NUCYNTA® ER with SSRis, SNRIs, MAOIs, triptans, tricyclic
antidepressants, tramadol, or certain other medicines.
Serotonin syndrome ¢an cause death. See "What should ] 1ell
my doctor before taking NUCYNTA® ER?”

You or somseone else should call your doctor or get medical

help right away if you have any of these symptoms:

o you feel agitated or restless, or have hallucinations

o you pass out (become unconscious). Serotonin syndrome
tan cause you to go into coma

o you have a fast heartbeat or feel overheated

o you have heavy sweating that is not due to activity, or foss of
coordination

You may have nausea, vomiting, or diarrhea with any of the

symptams listed above.

* NUCYNTA® ER could cause seizures in people who are at risk
for having seizures or who have epilepsy. if you have a seizure
while taking NUCYNTA® ER, stop taking NUCYNTA® ER and
call your doctor right away.

« Physical Dependence. Do not stop taking NUCYNTA® ER or any
other opioid without talking to your doctor. You could hecome
sick with uncomfortabie withdrawal symptoms because your
bedy has become used io these medicines. Physical
dependence is not the same as drug addiction,

» There is a chance of abuse or addiction with NUCYNTA® ER.
The chance is higher if you are, or have besn addicted to or
abused other medicines, street drugs, or alcohol, or i you have
a history of mental problems.

The most common side effects with NUCYNTA® ER are:

* nausea

+ constipation

+ headache

= dizziness

* sleepiness

Constipation {not enough or hard bowel movements} is a
common side effect of pain medicines {opicids), including
NUCYNTA® ER, and is unlikely to go away without treatment,
Talk to your doctor about dietary change, and the use of
laxatives {medicines to treat constipation} and stool softeners to
prevent or treat constipation while taking NUCYNTA® ER,




Talk to your doctor if you have any side effect that bothers you
or that does not go away.

These are not all the possible side effects of NUCYNTA® ER, For
a complete list, ask your doctor or pharmaeist.

Call your doctor for medical advice about side effects, You may
report side effacts to FDA at 1-800-FDA-1088.

How should | store NUCYNTA® ER?

+ Keop NUCYNTA® ER in a safe place away from chiidren.

+ Keep NUCYNTA® ER in the container it comes in.

+ Store NUCYNTA® ER between 68°F to 77°F (20°C to 25°C). Keep
NUCYNTA® ER tablets dry.

* After you stop taking NUCYNTA® ER, flush the unused tablets
down the toilet.

General information about NUCYNTA® ER

Medicines are sometimes prescribed far purposes other than
those listed in a Medication Guide, Do not use NUCYNTA® ER for
a condition for which it was not prescribed. Do not give
NUCYNTA® ER to other people, even if they have the same
symptoms you have, It may harm them and even cause death.
Sharing NUCYNTA® ER is against the law.

This Madication Guide summarizes the most important
information about NUCYNTA® ER. If you would like more
information, talk with your doctor. You can ask your doctor
or pharmacist for information about NUCYNTA® ER that is
written for healthcare professionals. For more information
about NUCYNTA® ER call 1-800-525-7736 or go to www.
NUCYNTAERREMS.com.

What are the ingredients in NUCYNTA® ER?

Active Ingredient; tapentadol HCI

Inactive ingredients: polyethylene  oxide, hypromeilose,
polyethylene glycol and alpha-tocophero! {vitamin E).

The film coating contains polyvinyl alcohol, titanium dioxide,
polyethylene glycol, talc, and the colorant FD&C Blue #2
aluminum lake is used for 180-, 150-, 200+, and 250-mg strengths;
and additionally, vellow iron oxide is used in 150-mg tablets,
Printing inks for all strengths contain shellac glaze and
propylene glyeol. The 50, 100, 150, and 200 mg tablet printing ink
also contains black iron oxide. The 250 mg tablet printing ink
also contains titanium dioxide.

This Medication Guide has been approved by the U.S. Food and
Drug Administration.
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